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Amendments to the Claims 

This listing of claims will replace all prior versions, and listings, of claims in the 
application: 
Listing of Claims 

1 . (Currently Amended) A compound of formula I 




or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
n=l-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -SOsH, - 
SOiHNRa, -PQzCRafe, -CN, -P0 3 (R3)2, -ORj, -SR 3 , -NHCORa, -N(R 3 ) 2 , -C0N(R 3 ) 2 , - 
CONH(0)R 3? -CONHNHS02R 3> -COHNSO2R3, and -CONR 3 C N, wherein odd R 4.- group is 
cither unsubstitutcd or additio ft ally oubstitut e d with R^ ; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyl, Ci-C^ straight or branched chain alkenyl, C2-Cg straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, and heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, and heterocycle is unsubstituted or substituted with one ox more substituents selected 
from R 3 ; 

R3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, Qi-Cq straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
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C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloaJkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or 
heterocycle group; and 
X is O or S, 

2. (Original) The compound of claim 1, wherein the compound is non-immunosuppressive. 

3. (Previously Presented) The compound of claim 1, wherein said compound is selected 
from the group consisting of: 

3, 3^methyl-N-[2-(5-phenylpentanoyl)-tetrahydro- 1 H- 1 -pyrazoly I] - 1 ,2- 

pentanedione; 

3, 3-dimethyl-Nf-[2-(3-phenylpropanoyl)-tetrahydro-lH-l -pyrazoly 1]- 1,2- 

pentanedione; 

3, 3-dimethyl-l-[2-(5-(3-pyridyl) pent-4-ynoyl)-pyrazolidinyl]pentane-l, 2-dione; 

3, 3-dimethyl-l-[2-(5-(cyano) pent^-ynoyOpyrazolidinyll-pentane-l, 2-dione; 

3, 3Klimethyl-l-[2-(4-phenylbutanoyl)pyrazolidinyl]-pentane-l, 2-dione; 

3, 3-dimethyl-l'[2-(6-phenylhexanoyl)pyrazolidinyl]-pentane-l, 2-dione; 

3, 3-dimethyl-l-[2-(5-(3-pyridyl)pentanoyl)-pyrazolidinyl] pentane-1, 2-dione; 

3-phenylpropyl 2-(3 3 3-dimethyl-2-oxopentanoyl)- pyrazolidinecarboxylate; 

3- (3-pyridy[) propyl 2-(3, 3-dimethyl-2-oxopentanoyl) pyrazolidinecarboxylate; 

4- phenylbutyl 2-(3, 3-dimethyl-2-oxopentanoyl)-pyrazolidinecarboxylate; 

2- phenylethyl 2-(3 f 3-dimethyl-2-oxopentanoyl)-pyrazolidinecarboxylate; 

3 3 3-dimethyl-U[2-(6-phenylhexanoyl) perhydro-pyridazinyl]pentane-l, 2-dione; 
3, 3-dimethyM-[2-(6-(3-pyridy]) hexanoyl)-perhydropyridazinyl] pentane-1, 2- 

dione; 

3- phenylpropyl 2-(3,3-dimethyl-2-oxopen1^oyl)perhydropyridazinecarboxyIate; 
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4- pheny Ibutyl 2-(3 ,3-dimethyl-2-oxopentanoyl)-perhydropyridazii lecarboxylate; 

5- phenylpentyl 2-(3,3-dimethyl-2-oxopentanoyl)-perliydropyridazinecarboxylate; 
4-(3-pyridyl) butyl 2-(3 ? 3-dimethyl-2-oxopentanoyl)- 

perhydropyridazinecarboxylate; 

3, 3-dimethyl-l-[2-((5-phenyl) pentanoyl) perhydropyridazinyl] pcntane-1, 2- 

dione; and 

pharmaceutically acceptable salts, esters and solvates thereof. 

4. (Currently Amended) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula I: 



•A, 



R 2 



or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n=l-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H, - 
SO2HNR3, -P02(R 3 )2 3 -CN, -P0 3 (R 3 )2, -OR 3? -SR 3 , ^NHCOR 3 , -N(R 3 >2, -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNSCbRa, and -CONR 3 C N, wherein said R^ group i s 
either uns ti bstituted or additionally substitut e d -with 

R2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
a&yl, C2-C9 straight or branched chain alkenyl, G?-C$> straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, and heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
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carbocycle, and heterocycle is unsubstituted or substituted with one or more substituents selected 
fromRs; 

R3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfbnyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haioalkyl, trifluoromethyl, aryl, heteroary], carbocyle, or 
heterocycle group; and 
X is O or S; and 

(ii) a pharmaceutical^ acceptable carrier. 

5. (Withdrawn) The pharmaceutical composition of claim 4, further comprising an 
additional neurotrophic factor. 

6. (Withdrawn) The pharmaceutical composition of claim 5, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neutrophic factor, insulin growth factor, 
acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth factor, 
neurotropin-3, neurotropin-4 and neurotropin-5. 

7. (Currently Amended) A method for affecting a neuronal activity in a mammal, 
comprising administering to the mammal an effective amount of a compound of formula I: 
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or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
n=l-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3s -COR 3 , -COOH, -S0 3 H, - 
SOzHNRa, -PCfeOfck -CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , -NHCOR3, -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3 , -C0HNSO 2 R 3 , and -CONR 3 C N, wh e rein said group io 
eith e r unsubstituted or additionally sub s titut e d with R3 ; 

R2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C 2 -C 9 straight or branched chain a Ikynyl, aryl, 
heteroaryl, carbocycle, and heterocycle, wherein said alkyl, alkenyl, alkynyi, aiyl, heteroaryl, 
carbocycle, [[or]] and heterocycle is unsubstituted or substituted with one or more substituents 
selected from R 3 ; 

R3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl 3 C2-C9 straight or branched chain alkynyi, Cj-Cp alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbony], sulfhydryl, 
halo, haloalky], trifluoromcthyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyi, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or 
heterocycle group; and 
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XisOorS. 

8. (Original) The method of claim 7, wherein the neuronal activity is selected from the 
group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration, and treatment of a neurological disorder. 

9. (Original) The method of claim 8, wherein the neurological disorder is selected from the 
group consisting of peripheral neuropathy caused by physical injury or disease state, traumatic 
injury to the brain, physical damage to the spinal cord, stroke associated with brain damage, and 
a neurological disorder relating to neurodegeneration. 

1 0. (Previously Presented) The method of claim 9, wherein the neurological disorder relating 
to neurodegeneration is selected from the group consisting of Alzheimer's disease. Parkinson's 
disease, Huntington's disease, and amyotrophic lateral sclerosis, 

11. (Withdrawn) A compound of formula II: 




Ra II 



or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
n= 1-3; 

Ri is selected from the group consisting of -CR 3> -COOR 3 , -COR3, -COOH, -SO3H, 
S0 2 HNR 3 , -P0 2 (R 3 ) 2j -CN, -P0 3 (R 3 ) 2? ~ORs, -SR 3 , -NHCOR 3> -N(R 3 ) 2 , -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNSO2R3, -CONR3CN, 

r 
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OH 
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0 



wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyj, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, or heterocycle is unsubstituted or substituted with one or more substituents selected 
&omR3; 

R 3 is selected from the group consisting of hydrogen, C r C 9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2C9 straight or branched chain alkynyl, Q-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, axyloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino 3 aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carbonyl, cyano, nitro, imino, sulfonyK thiocarbonyl, 
sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or heterocycle 
group. 

12. (Withdrawn) The compound of claim 1 1, wherein the compound is non- 
immunosuppressive. 

13, (Withdrawn) The compound of claim 1 1, which is selected from the group consisting of: 
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3- phenyIpropyl 2-fbenzylsuJfonyl] pyrazolidine-carboxylate; 

4- phenylbutyI 2-[benzyl$uIfonyl] perhydropyridazine-carboxylate; 
l-(5-phenylpentanoyI)-2^(benzylsulfonyl) tetrahydro-lH-l-pyrazole; and 
pharmaceutical^ acceptable salts, esters and solvates thereof. 

14. (Withdrawn) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula II: 




or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n= 1-3; 

Ri is selected from the group consisting of -CR^ -COOR 3? -COR 3 , -COOH, -S0 3 H, - 
S0 2 HNR 3 , -P0 2 (R 3 )2 S -CN, -P0 3 (R 3 ) 23 -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON(R3h, - 
CONH(0)R 3> ^C0NHNHS0 2 R 5 , -COHNSOzRa, -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched chain 
alkyl, C2-C9 straight or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, aryl, 
heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, or heterocycle is unsubstituted or substituted with one or more substitiients selected 
from R3; 

R3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, iraino, sulfonyl, thiocarbony], sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaiyl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carbonyl, cyano, nitro, imino, sulfonyL thiocarbonyl, 
sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or heterocycle 
group; and 

(ii) a pharmaceutical^ acceptable carrier. 

15. (Withdrawn) The pharmaceutical composition of claim 14, further comprising an 
additional neurotrophic factor. 

16. (Withdrawn) The pharmaceutical composition of claim 15, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neurotrophic factor, insulin growth 
factor, acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth 
factor, neurotropin-3, neurotropin-4 and neurotropin-5. 

17. (Withdrawn) A method for effecting a neuronal activity in a mammal, comprising 
administering to the mammal an effective amount of a compound of formula II: 
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p-y, 

I 1 N. 




or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR3, -COOR3, -COR3, -COOH, - 
SO3H, -SO2HNR3, -P0 2 (R 3 ) 2 , -CN, -PO3 (Rih, -OR3, -SR3, -NHCOR 3 , -NCR 3 ) 2 , -CON(R3) 2? - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNS0 2 R 3j -CONR 3 CN, 
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o 



wherein said Rj group is either unsubstituted or additionally substituted with R3; 

R 2 is selected from the group consisting of hydrogen, C1-C9 straight or branched 
chain alkyl, C2-C9 straight or branched chain alkenyl , C2-C9 straight or branched chain alkynyl, 
aryl, heteroaryl, carbocycle, or heterocycle, wherein said alkyl, alkenyl, alkynyl, aryl, heteroaryl, 
carbocycle, or heterocycle is unsubstituted or substituted with one or more substituents selected 
from R3; and 

R3 is selected from the group consisting of hydrogen, C1-C9 alkyl 7 C2-C9 straight 
or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromcthyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, tlrioalkyl, 
thioalkenyl, alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or 
heterocycle group is optionally substituted with a hydroxy, carboxy, carbonyl, 



14 

002.1317487.1 

PAGE 14/35 * RCVDAT 1/7/2005 1:58:48 PM [Eastern Standard Time] * SVR:USPTG«EFXRM/1 * DNIS:8729306 * CSID: * DURATION (miM$):08-14 



01/07/2005 14:02 FAX @015 



Appln. No. 09/835,523 
Atty. Dkt. No. 054707-0661 
Response To Office Action Of October 7, 2004 



cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, halo, haloalkyl, 
trifluoromethyl, aryl, heteroaryl, carbocycle, or heterocycle group. 

18. (Withdrawn) The method of claim 1 7, wherein the neuronal activity is selected from the 
group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration, and treatment of a neurological disorder. 

1 9. (Withdrawn) The method of claim 1 8, wherein the neurological disorder is selected from 
thegroup consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord, stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration, 

20. (Withdrawn) The method of claim 19, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease, and amyotrophic lateral sclerosis, 



2L (Withdrawn) A compound of formula III: 




or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR 3a -COOR3, -COR3, -COOH, - 
SO3H, -S0 2 HNR 3 , -P0 2 (R 3 ) 2 , -CN, -P0 3 (R 3 ) 2 , -OR 3 , -SR 3 , ~NHCOR 3 , -N(R 3 )2, -CON(R 3 ) 2) - 
CONH(0)R3, -CONHNHS0 2 R 3 , -COHNS0 2 R 3 , -CONR 3 CN, 
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o 



wherein said Rj group is either unsubstituted or additionally substituted with R3; 

R and R2 are independently CVC9 alkyl, C2-C9 alkenyl, aryl, heteroaryl, 
carbocycle, or heterocycle., wherein said alkyl, alkenyl, aryl, heteroaryl 3 carbocycle, or 
heterocycle is unsubstituted or substituted with one or more substituent(s) selected from R3; and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyl ? C2-Ce, straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
Ci-Cg alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalky], trifhioromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aiyloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group. 

22. (Withdrawn) The compound of claim 21, wherein the compound is non- 
immunosuppressive. 

23. (Withdrawn) The compound of claim 21, wherein said compound is l-(5- 
phenylpentanoyl)-2-(N,N-cticyclohexy or a 
pharmaceutical^ acceptable salt, ester or solvate thereof 
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24. (Withdravm) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula III: 

r — (l)n in 
I 

or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR3, -COR3, -COOH, - 
S0 3 H, -SOzHNRs, -P0 2 (R 3 )2, -CN, -P0 3 (R 3 )2, -OR 3 , -SR 3 , -NHCOR 3 , -N(R 3 )2, -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNSOzRs, -CONR 3 CN, 
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wherein said Ri group is either unsubstituted or additionally substituted with R3; 

R and R2 are independently C1-C9 alkyl, C2-C9 alkenyl, aryl, heteroaryl, 
carbocycle, or heterocycle, wherein said alkyl, alkenyl, aryl, heteroaryl, carbocyclc, or 
heterocycle is unsubstituted or substituted with one or more substituent(s) selected from R3; and 
Ra is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight 
or branched chain alkenyl, C 2 -C 9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluororaethyl, aryl, heteroaryl, carboeycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalky], thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group; and 
(ii) a pharmaceutical^ acceptable carrier. 
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25. (Withdrawn) The pharmaceutical composition of claim 24, further comprising an 
additional neurotrophic factor, 

26. (Withdrawn) The pharmaceutical composition of claim 25, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neurotrophic factor, insulin growth 
factor, acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth 
factor, neurotropin-3, neurotropin-4 and neurotropin-5. 

27. (Withdrawn) A method for effecting a neuronal activity in a mammal, comprising 
administering to the mammal an effective amount of a compound of formula III: 




XII 



or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR3, -COOR 3 , -COR 3 , -COOH, - 
S0 3 H s -SO2HNR3, -P0 2 (Rj)2> -CN, -P0 3 (R 3 >2, -OR3, -SR 3 , -NHCOR 3 , -N(R 3 ) 2 , -CON^, - 
CONH(0)R 3 , -CONHNHSO2R3, -COHNS0 2 R 3 , -CONR^CN, 
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wherein said R\ group is either unsubstituted or substituted with one or more substituent(s); 
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R and Rj are independently C1-C9 alkyl, QrC 9 alkenyl, aryl, heteroaryl, 
carbocycle, or heterocycle, wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or 
heterocycle is unsubstituted or substituted with one or more substituent(s); and 

R 3 is selected from the group consisting of hydrogen, Cj-Cp alkyl, C2-C9 straight 
or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, Cl-C$ alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C 2 -C 9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro> imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl } heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, , nitro, imino, sulfonyl, 
thiocarbonyl, sulfbydryl, halo, haloalkyl, trifluorornethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group. 

28. (Withdrawn) The method of claim 27, wherein the neuronal activity is selected from the 
group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration, and treatment of a neurological disorder. 

29. (Withdrawn) The method of claim 28, wherein the. neurological disorder is selected from 
the group consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord, stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration. 

30. (Withdrawn) The method of claim 29, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease, and amyotrophic lateral sclerosis. 
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3 1 , (Withdrawn) A compound of formula IV: 




or a pharmaceutical^ acceptable salt, ester or solvate thereof, wherein: 
nis 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, -S0 3 H, - 
S0 2 HNR 3 , -PQ^k, -CN, -PC>3(R 3 )2, -OR 3 , -SR 3 , -NHCOR 3> -N(R 3 >2, -CON(R 3 ) 2 , - 
CONH(0)R 3 , -CONHNHS0 2 R 3s -COHNS0 2 R 3 , -CONR 3 CN, 




o o 
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wherein said Ri group is either unsubstituted or additionally substituted with R 3 ; and 

R2 is C1-C9 alkyl, C2-C9 alkenyl, aryl, heteroaryl, carbocycle, or heterocycle, wherein said 

alkyl, alkenyl, aryl, heteroaiyl, carbocycle, or heterocycle is substituted with one or more 

substituent(s) selected from R3; and 

R* is selected from the group consisting of hydrogen, C1-C9 alkyl, Ca-Cp straight or 

branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C 2 -C 9 

alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, thioalkenyl, 
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CJ-C9 alkylaimno, C2-C9 aikenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylamino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carbonyl, cyano, nitro ? imino, sulfonyl, thiocarbonyl, 
sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocyle, or heterocycle 
group. 

32. (Withdrawn) The compound of claim 3 1 , wherein the compound is non- 
immunosuppressive , 

33. (Withdrawn) The compound of claim 3 1 , wherein said compound is selected from the 
group consisting of: 

3- phenylpropyl 2-(N-cyclohexylcarbamoyi) pyrazolidine-carboxylate; 

4- phenylbutyl 2-(N-cyclohexylcarbamoyl) perhydro-pyridazinecarboxylate; 

1 -(5-phenylpentanoyl)-2-(N-cyclohexylcarbamoyI)-tetrahydrO' 1 H- 1 -pyrazole; and 
pharmaceutical^ acceptable salts, esters and solvates thereof. 

34 T (Withdrawn) A pharmaceutical composition comprising: 

(i) a therapeutically effective amount of a compound of formula IV: 

I 

or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n is 1-3; 



25 

002.1317487.1 

PAGE 25/35 * RCVD AT 1/7/2005 1:58:49 PM [Eastern Standard Time] 1 SVR:USPT0-EFXRF-1/1 ' DNIS:8729306 * CSID: * DURATION (mm-ss):08-14 



01/07/2005 14:04 FAX 



il 026 



Appln. No. 09/835,523 
Atty. Dkt. No. 054707-0661 
Response To Office Action Of October 7, 2004 

Ki is selected from the group consisting of -CR 3 , -COOR 3 , -COR3, -COOH, - 
S0 3 H, -SOzHNRa, -POaCR^, -CN, -P0 3 (R 3 )2, -OR 3 , -SR3, -NHCOR 3 , -N(R 3 ) 2 , -CON^, - 
CONH(0)R 3 , -CONHNHS0 2 R3, -COHNS0 2 R 3) -CONR 3 CN, 




OH 
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wherein said Ri group is either unsubstituted or additionally substituted with R3; and 

R2 is C1-C9 alkyl, C2-C9 alkenyl, aryl, heteroaryl 3 carbocycle, or heterocycle, 
wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is substituted with one or 
more substituent(s) selected from R3; and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight 
or branched chain alkenyl, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydryl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 

wherein said alkyl, alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylaraino, alkenylamino, aryl„ heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group; and 
(ii) a phannaceutically acceptable carrier. 

35. (Withdrawn) The pharmaceutical composition of claim 34, further comprising an 
additional neurotrophic factor. 

36. (Withdrawn) The pharmaceutical composition of claim 35, wherein the additional 
neurotrophic factor is selected from the group consisting of neurotrophic growth factor, brain 
derived growth factor, glial derived growth factor, cilial neutrophic factor, insulin growth factor, 
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acidic fibroblast growth factor, basic fibroblast growth factor, platelet-derived growth factor, 
neurotropin-3, neurotropin-4 and neurotropin-5. 

37. (Withdrawn) A method for effecting a neuronal activity in a mammal, comprising 
administering to the mammal an effective amount of a compound of formula IV: 




IV 



I 

or a pharmaceutically acceptable salt, ester or solvate thereof, wherein: 
n is 1-3; 

Ri is selected from the group consisting of -CR 3 , -COOR 3 , -COR 3 , -COOH, - 
SO3H, -S0 2 HNR 3 , -P0 2 (R 3 ) 2 , CN, -P0 3 (R 3 ) 2? -OR 3 , -SR 3 , -NHCOR3, -N(R 3 ) 25 -CON(R 3 )2, - 
CONH(0)R 3 , -CONHNHS0 2 R 3 , -COHNS0 2 R 3 , -CONR 3 CN ? 
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wherein said Ri group is either unsubstituted or additionally substituted with R3; and 

R2 is Ci-Cg alkyl, C1-C9 alkenyl, aryl, heteioaiyl, carbocycle, or heterocycle, 
wherein said alkyl, alkenyl, aryl, heteroaryl, carbocycle, or heterocycle is substituted with one or 
more substituent(s) selected from Rj; and 

R 3 is selected from the group consisting of hydrogen, C1-C9 alkyl, C2-C9 straight or 
branched chain alkenyi, C2-C9 straight or branched chain alkynyl, C1-C9 alkoxy, C2-C9 
alkenyloxy, aryloxy, phenoxy, benzyloxy, hydroxy, carboxy, C1-C9 thioalkyl, C2-C9 thioalkenyl, 
C1-C9 alkylamino, C2-C9 alkenylamino, cyano, nitro, imino, sulfonyl, thiocarbonyl, sulfhydiyl, 
halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, and heterocycle, 
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wherein said alkyl 7 alkenyl, alkynyl, alkoxy, alkenyloxy, aryloxy, thioalkyl, thioalkenyl, 
alkylamino, alkenylarnino, aryl, heteroaryl, carbocycle, or heterocycle group is optionally 
substituted with a hydroxy, carboxy, carbonyl, cyano, nitro, imino, sulfonyl, 
thiocarbonyl, sulfhydryl, halo, haloalkyl, trifluoromethyl, aryl, heteroaryl, carbocycle, or 
heterocycle group. 

38. (Withdrawn) The method of claim 37, wherein the neuronal activity is selected from the 
group consisting of stimulation of damaged neurons, promotion of neuronal regeneration, 
prevention of neurodegeneration and treatment of a neurological disorder. 

39. (Withdrawn) The method of claim 38, wherein the neurological disorder is selected from 
the group consisting of peripheral neuropathy caused by physical injury or disease state, 
traumatic injury to the brain, physical damage to the spinal cord> stroke associated with brain 
damage, and a neurological disorder relating to neurodegeneration, 

40. (Withdrawn) The method of claim 39, wherein the neurological disorder relating to 
neurodegeneration is selected from the group consisting of Alzheimer's disease, Parkinson's 
disease, Huntington's disease and amyotrophic lateral sclerosis. 

41-47, (Canceled) 

48. (Previously Presented) A method of making a pharmaceutical composition, comprising 
adding together a pharmaceutically acceptable carrier and a compound of claim 1 . 

49. (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a pharmaceutically acceptable carrier and a compound of claim 11. 

50. (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a phaimaceutically acceptable carrier and a compound of claim 21. 
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5 1 . (Withdrawn) A method of making a pharmaceutical composition, comprising adding 
together a pharmaceutically acceptable carrier and a compound of claim 31. 
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